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Honorable Commissioner of Patents and Trademarks 



STTPPI FMFNTAL DECLARATION 




W 
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2 2 1997 



SIR: 

1. I am one of the inventors in Patent Application 
No. 08/380,857 (hereinafter: the "application"), and I am mc same 
Declarant who submitted a Declaration to the U.S. Patent Cfffice or 
February 27, 1997 (hereinafter: "the first Declaration"). 

2. In the First Declaration mention is made to a mo loclona . 
antibody referred to as "BAT mAb". This is the same monoclona 
antibody as the BAT-1 monoclonal antibody referred tj> in thj 
application. 

3. In the First Declaration, experiments are reported which 
were made in human-mouse xenograft models, consisting o: 
engrafted human tumors in immunodeficient mice (SCID and nude]) 
(hereinafter: "human -mice xenograft models"). Hurn|;in-mic 
xenograft models are acceptable models in the field of drug (tlevelop-- 
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ment for human use, and particularly such cancer models are} 
acceptable in the development of anti-cancer drugs for hunan use.- 
Furthermore, such models are acceptable as being predictive of the 
activity of drugs in humans. In view of their predictiv; value, 
experiments in human-mice xenografts, are acceptable as being a las 
step before entering into human clinical trials with a developed drug 

* 

Accordingly, the human-mice xenograft models used in my experi- 
ments with the BAT-1 monoclonal antibodies, are predictive 
regarding the activity of BAT-1 monoclonal antibodies in 



humans 



atcment* 



4. I further declare that all statements made herein of my 

own knowledge are true, thai all made statements made on informa 
tion and belief are believed to be true; and further thjat thes^ 
statements were made with the knowledge that wilful false st 
and the like so made are punishable by fine or imprisonment or both 
under Section 100 of Title 18 of the United States Code and thait 
such wilful statements may jeopardize the validity of the apjplicatioji 
or any patent issued thereon. 



Dated this £13 day of 





BRITTA HARDY ^ 
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S: Department of Molecular Immunology, Roswell Par* cancer in. 
ew York 14263, USA. 

lumber: 1972_v-3; 
SSN: 0008-5472 

A: ENGLISH , • . , -lwvii -Privatized phospholipids are able 

fit Liposomes ^lnl 3 ^^y^^^ l 2^ t J2M in<:ircul2 t ion for 
;o evade the reticuloendothelial •|*if'^2rublclS encaMuXatwi in these 
•rolonged periods- we report here that doxorubicin encapsu*^ established 

; terically stabilized liposomes (S-DOX) *«P^® s *^ u ^5 e |lI ient (SCJbJ miss, and 
,££n lung tuaox xenografts in severe ^^^nced^rapoutic 
nhibits the spontaneous metastases of these tumors AJSSstratei in t5o 
IffSacy of S-Sox compared to free doxo jg^gj f *5ffi t 2S JiSd ?he growth 
^dependent human/mouse models. In the first J t 2£ d ortlo topically in 

if eThiBBsa. non-small cell lung tujaar. SJJf^-^S 1 siSSS, but not *ith free 
*e lungs of SCJfi miss- Treatment of JJJJ panted metastasis from 

irua, suppressed the growth of the tanar. xn the lung, P*^Y«" the huian lung 
£S 9 iungf and Slhancel survival ^ n | a fJ' s J" ^ ^ t U ^ 

mmor is engrafted into gonadal fat pad of ^ «^- a ™ ^^ L _ 

^floridly in this site of engraxtment, and the taosr. JJ2J the^ liver and 
rimary site into the peritoneal cavity * n J. ^**^h Sf Y *he orimary tuBBC but 
Sng. in this model, free drug «?^»^ rt ^ h fS^^^tS^St+SSl 
jad no effect upon the subsequent »re«d.ortAe Jf^ e i S5°^ a SL ns rmice wit! 
:avity, liver, and lung. In contrast, treatment of the tujnoxjsatjus ^ fe 
i-DOX (but not with doxorubicin in conventional liposomes; sue g £ u 
spread to the peritoneal cavity, ^completely £^ • Shis repor* 
ind lung, and suppressed the growth of the primary ^^.g^fJSrically 
provides the first evidence tha ^antitumor drugs a*^^^ Xenografts . 
itabilized liposomes can arrest the metastasis of human tujngr. * 

IN: 96328097 
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ISSN: 0007-0920 

S£i ?he c-erbB-2 product is thought to be a unique and useful Ijargetifor 
antibody therapy of cancers overexpressing the c-erbB-2 gene. In vitto and in 
vivo anti-tumoSr effects of a humanised antibody W^*J^ •^ e J& u i£. 
domain of the c-erbB-2 gene product, rhu4D5, were ««^J^^2SDrolifiStive 
effective than its murine counterpart, rau4D5, for the direct « nt JP ^fio 
activity against the c-erbB-2-overexpressmg SK-BR-3 cell line- in vivo 
treatment of severe combined immunodeficient (SSifi) mice carrying th« 
c-erbB-2-overexpressing 4-1ST human gastric carcinoma JfiBSSEaf £ W ^~J. 4n 
revealed that the recombinant protein had potent anti-tumour activity 
Furthermore, cytotoxicity of hu man peripheral blood mononuclear cell J JJ ainsc 
4-1W. was significantly aug^nted^it^rhu4D5^b«t < - t^vx^JW. TfcjJ^ 



X^ & S«-2l^r 97 i'.- 1 2i 34 ^^ priRC "RESEARCH CENTER ^ 972 2 92U478P.5 P.03 

Tl: in vitro and ia^™jS8Z§8&r effects of a hu#.ised monoclonal antibody 
■j!^to^ B 2iiShl^*8hi«a BB r.-K» Iwasawa-M; yoshimura-M; jjeyamaly; 

^T^SL^StS^^^l university School of Medicine^ Kana* 

Japan* _ 
SO: Br-J-Cancer. 1996 Jun; 73(11): 1362-S 

Shis .Tournal jf Owned bv »h<« T.ibrary »*Orfln°s According fcft 

1 972 v.26- 



awa 




results indicate that rhu4DS might perform better in patients 
from preclinical studies- 
!VN: 96249051 
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ri: Establishment of a hujnaja B-CLL xenograft model: utility ad a pre=linical 

therapeutic model. xk„h.vr-vi' 
\U: Mohamtnad-RM ; Mohamed-AN; Hamdan-MY; Vo-T; Chen-B; Katato-K., AbubaJer ya, 

S?*Departmen1^of Internal Medicine, Wayne state University Sdhool ck Medicine, 
Detroit, MI 48201, USA. 
$0: Leukemia. 1996 Jan; 10(1): 130-7 
tSSN: 0887-6924 

ENGLISH ^. ^ . _ rr,*<-,tr- 

XB: Chronic lymphocytic leukemia (CLL), a proliferative disease of mature 
looking B lymphocytes, is the commonest leukemia in western countries, it 
remains incurable by available treatment modalities. We report on the 
sstablishment of a permanent, EBV-negative, 8-CLL line ( WSU-CI ,L) f ropti tn« 
>eripheral blood of a patient with CLL. The cells grow as suspension in liquid 
culture, express IgG lambda and other B cell markers and show ig heavy ana 
light gene rearrangements. Karyotypic analysis shows I 
lS,X,del(3)(pl4;p24),t(4;l2;12) (q31?q22;pl3) , t(5;12) (q31;p..3), , 
idd(l6)(q24)X2, t(18;2i) (ql2;pl2). WSU-CLL forms colonies whon ar owta on sort 
igar. A xenograft model was established by injecting the **SU-< : LL cell* 
subcutaneous ly (s.c.) in severe combined immune deficient (S£,J2> nvi^e 
s.c. tumor was transplanted in vivo to other scjfi miss, the success rate was 
100% with a doubling time of 7.3 days. The CLL-SCID xssa3TSd!L woOmlJm* JJJJ? *° 
•.est the efficacy of selected standard chemotherapy drugs and new therapeutic 
igents against WSU-cll. The cell line and the xenograft descr: , 
is a model to facilitate the development of new therapeutic agents against ul 
.n man. 
MHz 96145222 
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SSN: 0020-7136 ihi-h the 

A: ENGLISH m , h4Ml ^-ree c f proteolytic activity in jmicn ww 

S: Malignant cells possess a high «*9*J* £ ant role. An increased expression 
lasminogen activator system plays an 0 i m ££rT n is of significance for • 
i uroKinase type P^s^ff^^^^JSix/ facilitating invasiveness and 
egrtSation of the extrace Uular t«mpx ma trr x^ac ^ ^ evaluate the 

!aSSobSn?SSdine caused ^ ^^^and^nce tSSors we?e <*tablij3hed, 
J\la were inoculated s.c. in SSIfi 3ISS f na i_ on Sf n a\«ter was j!tarte<J and 
realmeirwiS p-a»inoben*ainidine added to drxnkin| Jf^^^idi^ showed a 
Isted for 23 days. Mice receiving 250 m 9A9/aaY £ 6 jZtreate<i mice, 1 resulting 
iSr decrease la tiffipr-growtt rate compared ^ p ^| n S en r f Jvels in tihe 
.a ?4* lower final ty^ox weight In I^^^SenSaJifSine-tr ^ted 
.eittbrane fractions of DU 145 * r 2 0 5 ?hat p-aroinobenzami dine his an 

•ound to be decreased by 59%. w a^o show cna p nun , be r, c°rr el }£* n V 



•ffect on a solid uPA-producing turner. 
"iN; 95279003 
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CZ: Dexamethasone reduces the interstitial fluid pressure in 
idenocarcinoma xenograft - 

vu: xxistjansen-PE; Bo«cher-y, Z %£J£: & Me dical School, Ma: 
VD; Edwin L. Steele Laboratory, Harvard nevi*v« 

fosDital, Boston 02114. ai&a a 

ISfSncer-Res. 1993 Oct 15; " 20): 4764-6 

Tnift Journ al i c Qwft ^ rt fr? * hi ft L? brarv ' "P* 1 
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tSSN: 0008-5472 

?2f effect Of dexa m ethasoneon ^^^SJ^^anS^n 
Sujsaa colonic adenocarcinoma. Two weeks after tr ns P 

3l7« into "Eg 1 !?? S^fivrSffereAt doses in U 

daily injection i.p. on days i" 4 ' " v !Lr^nterstitial fluid 

«^4*hftrADduticaHy on days 1* 4,1 



was determined to a°il tumors P^^Sgi^Sa^SrSSp^rzI'mtce 

examined, and in an additional group ox* t 
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was evaluated in a 
of thi tujoox line 
diatieter received one 
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pressure (IFP) 
and 7; A total ol 
„, the 'effect of 
in the 1 3-, 10-, 
ound/ tempering 
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May 1949 
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Petah Tikva, Israel. Head of Unit for development use of monoclonal 
antibodies in research and treatment of disease. 
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